Ras function. On the other hand: 1) There has as yet been no dissociation between the ability of a given Ras mutant to bind to p120 GAP and its ability to transform cells. 2) Binding of p12O GAP to Ras is GTP-dependent.
3) The ability of RaplA to suppress Ras/GAP action in cell transformation and inhibition of muscarmnic K channels by competing for p120 GAP binding suggests that downstream signals must be generated by a GAP-dependent mechanism.
4) The ability of truncated forms of p120 Ras GAP that lack the catalytic domain to inhibit muscarinic K channels in a Ras-independent manner suggests that GAP must pass on some type of signal. The concept that GAP activity may be a reflection (or byproduct) of effector function was given a boost by recent observations that retinal cGMP phosphodiesterase, which serves as the effector target for the G-protein transducin, and phospholipase C-1, which serves as the effector target of Gq, both stimulate GTP hydrolysis by their respective regulatory G-proteins (18). In the case of phospholipase C-1, the GAP activity resides within the same polypeptide as does the catalytic activity of the effector, whereas in the case of the phosphodiesterase it is the y subunit that serves as the GAP, whereas the a and subunits act as the signaling elements.
These data strongly imply that, for at least some of the LMWGs, as unprocessed (Escheriehia colt) Rac was able to activate the system to the same extent at similar concentrations after preloading with GTPyS. The processing requirement, at least in vitro, appears to be due solely to the need for Rac to interact with a GDP/GTP exchange protein in order to get Rac into a GTP-bound, active state. Rac has been shown to be active in a reconstituted oxidase system composed solely of cytochrome b558, p47 phox, p67 phox, and Rae (47), indicating that: 1) Rac does not require a Rac GAP to produce downstream effects, and 2) Rac must interact with one or more of the three associated oxidase proteins.
Other insights into the state of Rac in the neutrophil are forthcoming.
Rac exists in phagocyte cell cytosol as a complex with (Rho)GDI, with no free or membrane-associated Rac observed under nonactivating conditions (G. M. Bokoch, unpublished observations; 44, 48). Activating conditions in the cell-free assay are associated with the dissolution of the Rac-GDI complex (G. M. Bokoch, unpublished observations).
Of particular mechanistic interest, several lines of evidence suggest that Rac may exist as a complex with GD! while in its GTP-bound form. The oxidasestimulatory factor, sigma 1, has been shown to be a dimer of Rac and GDI (44). This isolated complex was able to stimulate oxidase activity in the absence of added GTP. As Rac(GDP) is largely inactive, this indicates that the Rac in the sigma I complex must have been in a GTP form. The existence of such a form is predicted by the demonstration that GDI can interact with Rac(GTP); in this complex, hydroly- 
